AMENDMENT UNDER 37 C.F.R. § 1.1 1 1 
U.S. Application No. 10/526,898 

REMARKS 

Review and reconsideration on the merits are requested. 

Formalities 

Applicants appreciate the Examiner acknowledging Applicants claim to priority and note 
the priority documents have been acknowledge in the 371 ACCEPTANCE LETTER. 

Applicants appreciate the Examiner returning initialed MODIFIED PTO/SB/08 A&B 
filed March 7, 2005. 

Finally with respect to Specification, the title the Examiner suggests is adopted. 

The Prior Art 

JP 07-330726A Yamagishi, et at. (Yamagishi); Macroscale and Microscale Organic 
Experiments 1999, pages 39 and 48-50, Williamson (Williamson); USP 5,387,603 Kitazawa, et 
al. (Kitazawa); applied only to the obviousness-type double patenting. 

The Rejections 

Claim 1 is rejected under 35 U.S.C. § 103(a) as being unpatentable over Yamagishi in 
view of WiUiamson. 

Claims 2-17 are rejected under 35 U.S.C. § 103(a) as being unpatenbable over Yamagishi 
in view of Williamson and Kitazawa. 

Claims 2-17 are rejected on the ground of non-statutory obviousness-type double 
patenting as being unpatentable over claims 12-13 of Kitazawa in view of Yamagishi and 
Williamson. 
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The Examiner's reading of the prior art and of Kitazawa is set forth in the Action and will 
not be repeated here except as necessary to understanding of Applicants traversal which is now 
presented. 

Traversal 

Applicants rely primarily on the DECLARATION UNDER 37 C.F.R. § 1.132 of Eiji 
Tsuru to traverse both the art rejection and the obviousness-type double patenting rejection (the 
Tsuru Declaration). 

Since the Tsuru Declaration does indeed address many of the points raised in the Action, 
Applicants attempt to summarize the Tsuru Declaration below. Also attached to the Tsuru 
Declaration and submitted herewith are Figures 1-9 and Papers 1-3. All references to the Tsuru 
Declaration set forth below are to pages of the Tsuru Declaration. 

The Tsuru Declaration 

The purpose of the Tsuru Declaration is to show that following the teachings of 
Yamagishi and Kitazawa, one does not obtain the a-form of the indoline compound claimed in 
the present application i.e., a crystal for an oral solid medicament of a indoline compound 
represented by the formula of the claims herein which shows an X-ray diffraction pattern as 
claimed. 

The Tsuru Declaration discusses both Yamagishi and Kitazawa. 
As can be seen from page 2, the Japanese patent application corresponding to U.S. 
Kitazawa is disclosed as Literatxu-e 1 in the specification. 
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The synthetic route of Kitazawa is shown in Fig. 1 and the synthetic route of Yamagishi 
is shown in Fig. 2 attached to the Tsuru Declaration. See pages 2-3. 

At pages 3-4, the Tsuru Declaration explains the development of the present invention. 
The synthetic route of the present invention which Declarant Tsuru call the improved method is 
shown in Fig. 3. Page 4. 

The Inventors found that there were at least three crystalline forms of crystals of KMD- 
3213, the d-form, the P-form and the y-form. Page 4. 

Declarant Tsuru explains how the d-form crystals of KMD-3213 can be prepared, pages 
4-5 and how the P-form crystals can be prepared. Page 5. 

Paper 1 which deals with analysis by X-ray powder diffraction is discussed at page 5. 

The Inventors herein found that the a-form crystals and the P-form crystals exhibited 
different X-ray powder diffraction patterns as shown in the Fig. 1 and Fig. 2 in the present 
specification. Pages 5-6. 

To reconfirm the results in the present specification, Declarant Tsuru prepared a-form 
crystals and P-form crystals of KMD-3213 again and analyzed the X-ray powder diffraction 
thereof Page 6. For reference, the X-ray powder diffraction pattem of the a-form crystals and 
the p-form crystals are shown in Fig. 4 and Fig. 6. After a detailed analysis of the X-ray powder 
diffraction pattems of the a-form and the p-form, pages 6-7, in Table 1 at page 7, Declarant 
Tsuru discusses various Figs, some in the specification some attached to the Tsuru Declaration. 
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Declarant Tsuru then performed infrared spectra analysis of the a-form and the P-form 
crystals and found that the a-form crystals and P-form crystals showed different distinctive 
peaks. Pages 7/8. In Table 2 at page 8, Declarant Tsuru gives the infrared (KBr) peaks. 

At page 9, Declarant Tsuru discusses Paper 2 which deals with the usefulness of the 
infrared spectrum to characterized polymorphic forms. 

At pages 9-10, Declarant Tsuru discusses the Action and at page 10 reaches his ultimate 
conclusion that while Kitazawa and Yamagishi teach crystals of KMD-3213, on all of the data 
generated by Declarant Tsuru, one should and can conclude that Kitazwa and Yamagishi 
obtained only the P-form crystals of KMD-3213. 

Declarant Tsuru' s reasoning in part is presented at pages 10-11. 

Also at page 1 1 and page 12, Declarant Tsuru ftirther discusses some of the unique and 
perhaps not well imderstood aspects of polymorphism, referring to Paper 3 and Paper 1. 

With respect to the obviousness-double patenting rejection. Declarant Tsuru discusses the 
same beginning at page 13 of the Tsuru declaration. As can be seen, based on all data, Delarant 
Tsuru concludes that neither Kitazawa or Yamagishi disclose the a-form of KMD-3213, rather, 
only disclose the p-form. 

For the reasons set forth in the Tsuru Declaration, Applicant's respectfully submit that 
assuming the Examiner has posed a prima facie obviousness rejection, they have rebutted the 
same with probative evidence and request withdrawal of the rejection based on art and the 
rejection based on obviousness-type double patenting. 
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In view of the above, reconsideration and allowance of this application are now believed 
to be in order, and such actions are hereby solicited. If any points remain in issue which the 
Examiner feels may be best resolved through a personal or telephone interview, the Examiner is 
kindly requested to contact the undersigned at the telephone number Usted below. 

The USPTO is directed and authorized to charge all required fees, except for the Issue 
Fee and the Publication Fee, to Deposit Account No. 19-4880. Please also credit any 
overpayments to said Deposit Account. 



Respectfully submitted, 



SUGHRUE MION, PLLC 
Telephone: (202) 293-7060 
Facsimile: (202) 293-7860 
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WASHINGTON OFHCE 



23373 
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Date: June 6, 2006 
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